. Crystal structure of compound 20. Chiral center is depicted in yellow color.
(3R,4R,5S)-4-Acetamido-5-amino-3-(1-ethylpropoxy)-1-cyclohexene-1-phosphonate (2)
Bromotrimethylsilane (0.41 mL, 3.18 mmol) and 2,6-lutidine (0.44 mL, 3.81 mmol) were added to a solution of the Boc-protected phosphonic acid 16 (0.14 g, 0.318 mmol) in DCM (10 mL) and the reaction was allowed to stir for 9 h at room temperature. The solvent was evaporated and TFA (50% in water, 10 mL) was added. Then the reaction was allowed to stir for 1 h and the solvent was evaporated under reduced pressure. The residue was purified by preparative HPLC. 
Methyl (3R,4R,5S)-4-acetamido-5-amino-3-(1-ethylpropoxy)-1-cyclohexene-1-phosphonate (3)
The phosphonic acid 16 (0.05 g, 1.14 mmol) was stirred with trifluoroacetic acid (50% in water, 4 mL) at room temperature for 1 h. The solution was evaporated under reduced pressure and later residue was purified by preparative HPLC to furnish the title compound 3 (0.02 g, 43% yield). 
Ethyl (3R,4R,5S)-4-acetamido-5-amino-3-(1-ethylpropoxy)-1-cyclohexene-1-carboxylate (5)
To a solution of oseltamivir phosphate (1.0 g, 2.43 mmol) in water (30 mL) was added a saturated solution of sodium bicarbonate (10 mL). The reaction mixture was stirred for 5 min at room temperature. The mixture was extracted with DCM/MeOH mixture (3:1; 4x10 mL). The combined organic phase was washed with brine, dried over anhydrous Na 2 SO 4 and concentrated under reduced pressure to furnish the free base of oseltamivir (0.75 g, 98% yield). The product 5 was used without further purification. 
1-carboxylic acid (8)
A solution of aqueous NaOH (1 mL, 0.5 M) was added dropwise to a solution of the A diastereomer (S) 18 (0.025 g, 0.06 mmol) in THF (1 mL) and the reaction mixture was stirred overnight at room temperature. The pH was adjusted to neutral by addition of Amberlite IR 120 hydrogen form. Amberlite was filtered off and the filtrate was concentrated under reduced pressure. The residue was purified by preparative HPLC. 
(3R,4R,5S)-4-Acetamido-5-{[(R)-1-carboxyethyl]amino}-3-(1-ethylpropoxy)-1-cyclohexene-

1-carboxylic acid (9)
A solution of aqueous NaOH (2 mL, 0.5 M) was added dropwise to a solution of the diastereomer B (R) 19 (0.05 g, 0.12 mmol) in THF (2 mL) and the reaction mixture was stirred overnight at room temperature. 
Dimethyl (3R,4R,5S)-4-acetamido-5-[(tert-butoxycarbonyl)-amino]-3-(1-ethylpropoxy)-1-cyclohexene-1-phosphonate (15)
To a solution of the vinyl bromide 14 (0.18 g, 0.39 mmol) in toluene (10 mL) was added tetrakis(triphenylphosphine)palladium (0.07 g, 0.06 mmol), triethylamine (0.21 mL, 1.54 mmol) and dimethyl phosphite (0.14 mL, 
Methyl (3R,4R,5S)-4-acetamido-5-[(tert-butoxycarbonyl)-amino]-3-(1-ethylpropoxy)-1-cyclohexene-1-phosphonate (16)
An aqueous solution of NaOH (0.5M; 2. Hz, 6H). 13 
